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REMARKS/ARGUMENTS 



Abstract Amendments 

ID 

The abstract . has been amended to avoid the use of legal phraseology; as reqiies ed by 



comprising 



the ExaEniner. Accordingly, the terms "said" (two occurrences) and 
been replaced with ithe'Vand "in one aspect, involving", respectively 
Applicants have corrected the abbreviated form for total homocysteine ; 
replacing w tHp" with "tHcy" and have corrected the spelling of the 



Mesna 



jy replacing f '2-mercaptoethylsulfbnate M with "2-mercaptoethanesiulfona 



Descri 



full 



The Applicants submit that no new subject matter has been added to the abs 



result pf these amendments, 
reques 



Entry of the abstract amendments is respectfully 



ition Amendment 



The description has. been amended on page 8, line 4 to d 



ele 



"prevei 



The 



A^plicar 



Claim 

Claim 



;ing spread of idisease". 



licant submits that the description amendment does rjbt jajld matter 



application. Entry of lihe description amendment is respectfully requested. 

i • ! 

i • 

Amendments ; 



therefdie been cancelled 



Claim 



has bfeen amended to include the subject matter of c 



t 

It 
1 



Claim < jjhas been amended to replace the comma at its end wit|h s 
a cleric al error, 

•i 



has been amended to depend on claim 1 . 
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M5 are pending in the present application. 



matter in a further divisional, continuation or continuation-in-part a* 

i i i 



I i cants 



new 



submit that the amendments to the claims do; 

i K 

b the explication and that the amended claims submitted herc-Mt^ 
supporj 5d by tt le application as filed. Entry of the claim 
requesj ed. 



i t 

l/Restr'ction 



miner has acknowledged Applicants election of Groufc i 



onse to the restriction requirement filed on 



bfthe de 



application 



not add 



amendments is 



carefully cons dejrec > 
he following pomftients 



jcial Action dated May 12, 2008, has been 

amended claims submitted herewith and the following cfomjnents repre 

*' V *■ ' • ' i I i.i..' • \\ 
response to the Examiner's rejections and place the j Drejsent app 

forlallowance. Reconsideration is respectfully requester 



elected Group II without traverse because the clairps of Groups 
16-18,1; lad been cancelled in a preliminary amendment dated 



Af )licapts submit that this election without traverse applied 
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elevated plasma thiol levels. The later two s> 
ellectiohs ; and at no place in the response dated June 
without traverse as stated by the Examiner. The 
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Applicatic l No. ;|l 0/596, 
Responsfldaied: August 



,479 

12,2008 
Action dated:, May 12, 2008 
allowable generic or linking claim and therefore have 



and 15 Js suggested by the Examiner. 

I ; i 

35 USC|§112, 

The Exs miner h 



Examirij r 
the me* linlgjbf 



While rftt agreeling with the Examiner, to expedite the allowance 
Applicaj ts have* amended the specification on page 8, linfe 4 to 
"preven ing sjpread of disease' 1 , thereby rendering t^e Examineif s 



In yieyvj >f 
under i i USp 



CS § 1Q;3ta) 

Ex miner has rejected. claims 1 and 3-14 under 35 USC|§ 



The 
homocffctindi 



as rejected claim 14 under 35 USCj§ 112, first 
coihtehds that the specification is not enabling for treat 
preventing the disease. ; 



hdlyalaj et al. Clinical Cancer Research, 



la ,j )ijjari'J Cohen, Molecular and Cellular Biochemistry 
aftarjiCohen"), in view of Wilcox, WO 01/30352 A1,i26o|l 



foregoing the Applicants request that 
112, first paragraph, be withdrawn. 



cc oriary 



irst Paragraph 



I. 



the Examiner' 



2000, 6(4) 



: | ! ! 

states that Pendyala teaches that Mespaj car 

! | j i 

cysteine and homocysteine (Hcy)j, that cy^tein 

J to Mesnaj levels and that these reduced jforms 

Further, the Examiner states that Coljien 



substafce Knoiyri to produce vascular damage 

i I 

uremlaisucfr afe, those with ESRD and treatments 



states that Wilcox teaches that high total plasma 

; ! j I 

concer#ation I4 considered a risk factor for atherosclerosis, 1 



artery disease and because folic! acid (a 



8 



b;ec 



ag;raph> 
erjits : in tft 



withdrawn bl* lim 's 2 



f thfe applic 
elete!the; 

i 1 Ji 

yectibn mot 



rejection 



and accumul: tes jiiji sS 
jfor uremia nqj jdeidialvs 
lor 



occl 



PAGE 10/16 * RCVD AT 8/1 2/2008 1 :05:52 PM [Eastern Daylight Time] 1 SVR:llSPT0-EFXRF4/8 * DNIS:2738300 * CS!D;9058140031 



that 



clpim 

■1 



Eioio 



opvious 



;eiH aljter 



tine and 
wis ian 

icf is 

! ' i!' 



na ly, 

]■ i 

disease 

. T 1 

pf|I;[t-Hcy 

1' 



BEST AVAILABLE COPY 



Best Available Copy 



08/12/2008 13:17 FAX 9058140031 



Respons 
Respons 

coricen 



studied n 



B&P MISSISSAUGA 



Applicati^ iNp.flO/fi96,479 i 
dateci; August 12,2008 
to |Offibe| Action dated:May 12, 2008 
ati^(|) is used in the treatment of coronary artery 

hyperh^oc^3teinemia, and in arterial and venous occlusive 



afiero- and thrombogenesis, there is an implication 



ant a 



and veaousithfombosis 

ii 

Pendyi 
skill in lie 
human 
Mesna 
adminij 



with|en i-stage renal disease (ESRD) to lower t-Hcyi levej 
administration with dialysis treatment, conducted pufng 
ration, i 



In the 
adminijl 
Pendyi 



) asjiliw to reduce! the amount of Hey plasma levi 
have efevated plasma Hey levels and that Hey is a toxin 



As tau it 



plasma Hey 



of alb 



levels vfll repuce the risk of cardiovascular related diseases, 

The Examiner has therefore corrlbii 
dnjd dohen with Wilcox to conclude that it would have 



?ase resu 



the time of the invention to administer Mesna 



:s in support of his position, the Examiner state; 

sna 



t rr •• if 

erj ifledpa to a subject with ESRD is due to Mjei 



ra 1 



icm with dialysis; is because the combination of Mesna wi 
for ESRD would have been complementary treatments to J: 



and! 

j 

nlis 



j(2/ dialysis would have taken the place of the 
iwiti ESRD for removal of the toxic materials ir 



iris 



J iin. 



Examiner further states that the motivation to 



damag 
admini 
dialysis 

and hp' iocy^tir|e to forms more easily cleared by renal excrpHojn 
Ijcidney* 
the pa! 



respec§ully disagree for the reasons that follow. 

! 

! 

Applies itsj ijuvi* amended; claim 1, and accordingly, claim* I! 
thereof to js pacify that the method includes performing $jjalys 

esrdJ \\\ \ \ ■ i 



the present application as filed (see for example, mag 



is ?r 0r80°/o covalently bound via a disulfide bone 



To bwer the 



total plasma Hey levels, using 
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Applicatl* Np. H, 0/696,479 
Respons dated): August 12, 2008 
Respond io bf^ce 'Action dated: May 12, 2008 

applica :>n, M.esna is used to exchange with the Hey on Hpy 

v ' • . irt' " ' 
releasiij ) ftdS H ey (reduced and mixed disulfide forms), which 

renal fi| tctioi| can be eliminated in the urine. The Applicants! wer|| able! 

irs!t linni?, ithat Mesna is removed from its bound form||i th] 



tim 

* 



>reja$|iop jof 



dialysis. A similar strategy was previous 



Am. J. Kidney Dis. 2003, 41:442-446; copy ^ttd|h 
healthy subjects where N-acetylcysteine was 
'hjarmacology, 2003, 68:105-114; copy attached 



it 



n patients with ESRD. 



rem 



The Ex muifif'd arguments are based on the assumption thatjdlia 
drjey. The Applicants submit that it is well Knqw, 
pfatjents with ESRD (and essentially no residual 
a| filtration (measured as Glomerular Filtratiorii 



of these basic functions in the kidney aqld:|h 
jwill be removed by this process. As 
v|ls! remain elevated in ESRD patients despit^ 
Hemodialysis International, 2006, 10:338- 
bragraph; copy attached),.; 



thiols! with albumin -involves a complex] hSed 



gjjb thfe uniquely low pKa arid inaccessibility ooh 
^e Sengupta et al. Journal of Biological Clierfii; 
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0/596,479 
August; 12 t 2008 

Jce Action dated: May 12, 2008 ; 
\yi\\a merely provides in Wfraevidence that Me^nd d 

:o cysteine and homocysteine, respectively (se^ paj 

'endyala). The Applicants note that homojcys 

i itk reduction to homocysteine would not be expi 



action. Therefore, while Pendyala teaches |ha| K psn* 
of pcy in cancer patients also being treated with if 6s 



lat 



for 



able 



a^prsc 



u end stage" kidney function to liberate Hey fip 
bvfable by dialysis, as well as the subsequent 
iy< is, is not at all implied by Pendyala, either a 
filcpx. 



Dwn Obviousness Guidelines, the rules for m 

i i ; 

on the obvious to try reasoning includes th ^ pre 
of ordinary skill in the art could have pursued 

expectation of success; As noted above 
a reasonable expectation that Mesna could 
irated and removed by dialysis in a patient 
results obtained with N-acetylcysteine, a peteojn 
that this method would not be succesj 
inj ffiefJman and Ventura teach away from using this a 3p 



he Jipfilicants wish to point out that hyperhomocystehd 



iated since before 1980 and has been a 
nrjfedicine since the mid-1 990's. Pendyala's pub) 
:o reduce thiols. If it were obvious to combiri 
reatment of ESRD, then the Applicants submlit 
lone this well before the Applicants' first patent 

provides further evidence, based on obj^ctfvjc 
the present invention. Objective indicia are peri 
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above amendments and arguments the A 
je|rton of claims 1 and 3-14 under 35 USC 103$; 

bregoing, we respectfully submit that the 
,d- [early indication of that effect is respectful^ 
rr it beneficial to discuss the application in 
contact Patricia Folkins by telephone at 416-95 



0$96,479 

bgilist 12, 2008 
[Action dated: May 12, 2008 

I analysis as outlined in Graham v. John Defyi* 
upheld in KSR Intern. Co. v. Teleflex Inc., 127 S Ot 
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itration of plasma total hojnoeys- ( 
itjjrisk !faetor for cardiovascular j 
of circulating homocysteine is 1 
a^na protein by disulfide bonds, j 
combines with cysteine in cir-j 
nLCys^-S-S-Cys. Studies arej 
;hat the formation of albumin- 1 
e'eds through the generation j 
anicin. Incubation of human; 
jystefaie results in the ufrfsocia-j 
• p; otein-bound aB S-homocystcine| 
by] nbnreduced SDS-polyavryUi 
ire Sis J Treatment of the complex: 
101 frcsulfcs in near quantitative re*! 
^1 ^homocysteine, demonstrating! 

[cysteine to albumin is through! 
^h^rmorc, using an in. vitro model 
alnisms of this disulfide bond 
atjjho'mocysteine binds to albumin 
■si step 'homocysteine rapidly dis- 
illi iumjin-Cys^-S-S-Cy s, forming al- 
' anion and homocysteine-cysteine 
e sejeond step,' albumin Lhiolatej 
jst nne-cysteine mixed disulfide to 
ni: i-Cys**-S-S-Hcy and to a much 
j-Q k^-Sl-S-Cys. The results clearly; 
Sdxi ped homocysteine enters circu-. 
piSn|Cys $4 -S-S-Cys to form albu-:, 
, whi|ch in turn, reacts with ho-j 
aii: :eJ disulfide or homocystine to 
ho mojeysteine. 1 



containing ammo acid formed dur* 
(fl). It is eutabolizcd to cysteine 
tj>n pathway, or it may be reniethylj 
An elevated level of plasma Lulai 
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5-tt-cySlcinc/rnnl|pTctcLn and 0.015 mol j ■ 
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